Serial No. 09/996,641 
Filed: November 28, 2001 
Response to Office Action 



CLAIM AMENDMENTS 



Claim 1: (cancelled). 

Claim 2: (currently amended) A method of treating a disease responsive to modulation 
of the mGluR5a receptors comprising administering to a person in need of such treatment a 
therapeutically effective amount of a compound of the formula 



wherein R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, 

lower alkyl, -(CH 2 ) n -halogen, lower alkoxy, -(CH 2 ) n -NRR\ -(CH 2 ) n -N(R)-C(0)-lower alkyl, and 

aryl, unsubstitut e d h e t e roaryl and h e teroaryl substitut e d by one or mor e low e r alkyl ; 

R T and R' andR" are independently selected from th e group consisting of, hydrogen or lower 

alkyl; 

and B is s e l e ct e d from th e group consisting of 
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-B4)- 




I 23 R 26 



wherein R^ is . e lect e d from fee g r oup eensisteg uf hydrog en, lo wer alkyl, (CH ^-€(Q)QR-^d 
halog e n; 

R* is selected from the grou p c onsisting of hy diu g u i, lower alk y l ( rH a ) ft -€(Q)OR^ 

substituted by lower alkyl or 



halogen, nitro, unoubs" 
cycloalkyl; 



ubotitutod hetcroaryl and hotoroaryls 



R 



■4S-S- 



cloctod from tho group consi 



sting of hydrogen, lower alkyl, (CH^ -OHr 



C(0)OR" and aryl; 
R 9 is lower alkyU 



stilling of hydrogen, lower alkyl and halog en; 



r+° is ocloctod h u m tho group co nns 

r** is soloctod from tho group consisting of hydrogen and alkyl; 

R « is-(€H3) ft - N(R) C(0) lower alkyl; 

r» is Gclcctod from the group consisting of hydrog e n or lower alky l; 

R^^j^-aad-R^- a ic ind epe ndently s eleeie d from the group consisting of hydrogen, lower 
^ ft - halogon or lower alkoxy; 
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R 1 *, R 19 and R 20 are independently selected from the group consisting of, hydrogen, lower alkyl, 

-(CH 2 )n-halogen and lower alkoxy; 
R a is selected fi u m the grou p t u nning of hy droge n and low e r n feyH 

R-__ is * e le6 t e^^ 

l c a^l ene mbatiti ient se ieete d from hy dr oxy or halogen; 

R^-and^ 36 ait i nd epe nden tly R eele d f r om t he g roup emi tting nf hydiu g e n and lew 
n isO, 1,2, 3,4, 5 or 6; 

X selected from the group consisting of-CH r , -O- and -S-; and 
Y is selected from the group consisting of -CH= and -N=; 
or a pharmaceutically acceptable salt thereof. 

Claim 3: (cancelled). 

Claim 4: (cancelled). 
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Claim 5: (currently amended) A method of treating pain comprising administering to a 
person in need of such treatment a therapeutically effective amount of a compound of the 
formula 



wherein R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, 

lower alkyl, -(CH 2 ) n -halogen, lower alkoxy, -(CH 2 ) n -NRR', -(CH 2 ) n -N(R)-C(0)-lower alkyl, and 

aryl , un s ubstitut e d h e t e roaryl and h e t e roaryl sub s titut e d by on e or mor e low e r alley! ; 

R T andR' andR" are independently selected from th e group consisting of hydrogen or lower 

alkyl; 

and B is s e l e ct e d from the group con s isting of 




I-A 
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\ 



N 




N R 




10 





N- 



R 19 t«5) ^N^ R 22 



and B 6 ) 




-Mf- 



wherein *h» ^ c t c d from th e ^iuup c onn ing of 1 » diu ti u i, l o w e r n 11 T 1 ; ( n^^Uad 
halog e n; 



R 7 is 



seleeted-fio m fee g iuup eens4 st « g o f l r / diu^ n, l u w rr nllryl, (€H 3 ) B -G(Q)QR^ 



oycloalkylf 

r« j fl .elected f iuii i di e grou p eensis feg u f nyd regen, l o wer alkyl, ( n^r^MQ^— 

C(Q)OR" and ary l; 
R 9 is lower nlkyl; 

R*> j fl select e d f iu m fee gr ou p eWrti ng u f Mr ognr,, In w m afeyl and halo g en; 

R w is b o loct o d from d ie group eenskteg u f hy d roge n n nd nIV yl ;- 

R « is-fG^- NCR) C(O) lower n llo/1; 

r w - is sete ete d from t hn crn u p tu nning of hy euu g e n and lower n llryl; 
R^^-aftd-ft^ai o ind cpei id cnll y seleeted fro m fee g i oup ee nsi st i ng uf hydrog nr., lo w er 
alkyl, (CHa ) R - l i al u g e u and low e r n llrn v y; 
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R 18 , R 19 and R 20 are independently selected from the group consisting of hydrogen, lower alkyl, - 

(CH 2 ) n -halogen and lower alkoxy; 

R ^ is selected from the group conoic l iii& of hydrogen and lower alkyl; 

#P k sclcc t e d fr o m Hi t gr oup cmn ^ u fhydrog ^ to* u ulLj l a nd to . T r alkyl m ryi ng at 

l e ast ono oubotitucnt ooloctod from hydroxy or ha lo g en; 
R 3 * is sel e cted fr o m fee group consisti ng u f hydrog nr, lo w ci ahV y l, lu-.cr nllrnnn y l nr nitro- 
R^^-and-R^ d ie independently selected from the group consisting u f hydrogen n nrl l o wer 

alkyH 

n is 0, 1,2,3,4,5 or 6; 

X selected from the group consisting of-CH 2 -, -O- and -S-; and 
Y is selected from the group consisting of -CH= and -N=; 
or a pharmaceutically acceptable salt thereof. 

Claim 6: (currently amended) A method of treating anxiety or depression comprising 
administering to a person in need of such treatment a therapeutically effective amount of a 
compound of the formula 




I-A 
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wherein R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, 
lower alkyl, -(CH 2 ) n -halogen, lower alkoxy, -(CH 2 )n-NRR', -(CH 2 ) n -N(R)-C(0)-lower alkyl, and 
aryl , unsubstitut e d het e roaryl and h e t e roaryl substitut e d by on e or mor e low e r alkyl ; 
R; andR' and R v are independently selected from th e group consisting of hydrogen or lower 



alkyl; 

and B is s e l e ct e d from th e group consisting of 




wherein R ^i s s e l e ct e d from th e group con s isting of hydrog e n, low e r alkyl, (CH^ C(0)OR and 
halog e n ; 

R* is s e l e ct e d fro m the gr o u p co nsisting of hydrog e n, low e r alkyl, (CH^ ) n C(0)OR', 



halog en, n itro or unsub s tituted h ete roaryl and h e t e roaryl s ub s titut e d by low e r alkyl or 
cycloalkyl; 

R 8 is sel e ct e d from tho group consisting of hydrogen, low e r alkyl, - (CH^ - OH, (CH^ a- 

C(0)QR" and aryl; 
R 9 i s low e r alkyl; 
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R w is s e l e ct e d from th e group consistin g of hydrog e n, low e r alkyl and halog e n; 

R u i s s e l e ct e d from th e group con s i s ting of hydrog e n and alkyl; 

R 45 bi&kfa N(R) C(0) l o w e r alkyl; 

R n is select e d from th e group consisting of hydrog e n and lower alkyl; 

R-U-R^rR* 4 an( [ R^m- e independently s ele cted fro m th e group consisting of hy dro ge n, low e r 



R , R and R are independently selected from the group consisting of hydrogen, lower alkyl, - 

(CH2) n -halogen and lower alkoxy; 

R^ is s e lect e d from th e group consisting of hydrog e n and low e r alkyl; 

R 23 is s e l e cted from th e group consisting of hydrog e n, lower alkyl and low e r alkyl carrying at 

l e ast one substituent s e l e cted from hydroxy or halogen; 

R^ is s e l e ct e d from th e group consisting of hydrog e n, low e r alkyl, low e r alkanoyl or nitro; 

g24_g2 § anc i r 3 6 ind e p e ndently s e l e ct e d from the group consi s ting of hydrog e n and low e r 

a&ylj 

n is 0, 1, 2, 3, 4, 5 or 6; 

X selected from the group consisting of-CEk-, -O- and -S-; and 
Y is selected from the group consisting of -CH= and -N=; 
or a pharmaceutically acceptable salt thereof. 

Claim 7: (cancelled). 

Claim 8: (cancelled). 

Claim 9: (cancelled). 
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Claim 10: (cancelled). 

Claim 1 1 : (currently amended) A pharmaceutical composition comprising a 
therapeutically effective amount of a compound of formula 4A 



wherein R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, 
lower alkyl, -(CH? ) n-halogen, lower alkoxv, -(CHA-NRR', -(CH z ) n-N(R)-C(Q)-lower alkyl and 
aryl; 

R and R' are independently selected from hydrogen or lower alkyl; 
and B is 



wherein 

R 18 , R 19 and R 20 are independently selected from the group consisting of hydrogen, lower alkyl. - 
(CHA-halogen and lower alkoxy; 




I-A 
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n is 0.1. 2. 3. 4. 5 or 6; 

X selected from the gro " p consisting of-CH?-, -O- and -S-; and 

Y is selected from the , prou p consi sting of -CH= and -N=; 

or a pharmaceutical^ acceptable salt thereof and a pharmaceutical^ inert carrier. 

Claim 12: (cancelled). 

Claiml3: (currently amended) A compound of formula 




I-A 

wherein 

R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, lower 
alkyl, -(CH 2 ) n -halogen, lower alkoxy, - ( CH 2 ) n -NRR', -(CH 2 ) n -N(R)-C(0)-lower alkyl, and aryl, 
u mub fl titat o d hot uua iyl and h otnrnai yl ^ubotitutod by u rn , ui more l o w n r a lkyl; 
R T and R' an dR" are independently selected from fee g i oup con v icti n g nf hydrogen and or 

lower alkyl; 

B is soloctod from the group consioting of 
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wherein 

R 6 is selected f r om tfao group consisting of hydrog e n, lower all-y l ( rH a ) a -€(Q)QR-^ 
halogen; - 

R ? io Golocted f r om the grou p c onsisting of hy diu g u i, lower alkyl ( rH 2 ) ft -€(Q)QR^ 
h al u g u i, n iliu , ansttbstifated hOuudi yl and h ntnroai , ! u ub ul il utcd by lower n lkyl 
cycloalkyl ; 

R 8 is Delect e d from the gro up consisting of hydrogen, lower alkyl, (CH^ -OH, (CH 

C(0)OR" and aryl; 
R 9 is lower alkyl; 

R *> is sel e cted from th e gr oup consist i ng of hydrogen, l o w e r alkyl and ha lo g en ■ 

R ++ is selected from the group conaioting of hydrogen and alkyl; 

R * is-{€Ha) » - N(R) C(O) lower n lkyl; 

R » is select e d from the group consist i ng of hydrogen and lower alb/1 ; 



12 



Serial No. 09/996,641 
Filed: November 28, 2001 
Response to Office Action 



R^^-and^ 44 oio independently o olnrtpd fio m the group eensis t ing of hydrog nn , l o we r 

alkyl, (CH^ ft halog e n or lower nllrn vy ; 
R 18 , R 19 and R 20 are independently selected from the group consisting of hydrogen, lower alkyl, - 

(CH 2 ) n -halogen and lower alkoxy; 

r^ is selected from the group condo li ng of hydrog e n and lower alky l; 

R» h .elect e d from fee gr oup eensisti ng u f hy dr ogen, lewe * alky l a nd l u rr rikyl s«bstet ed 

by a t least one oubot iti itont □olocted fr o m hydroxy or h nln g pn; 
R^ jo select e d fl u m th e grou p rnn.U in^ o f nydfegen, l u >, u alkyl, low er n lkanoyl and nitro; 
R^-and-R 26 ait ind ep endently sele ete d from the- g iuup c onsisting of h y droge n or low e r n lkyl; 
n is 0, 1,2, 3, 4, 5 or 6; 

X is selected from the group consisting of -CH 2 -, -O- and -S-; and 
Y is selected from the group consisting of -CH= and -N=; 
or a pharmaceutically acceptable salt thereof; 

with the exception of 

1 -methyl-2-phenylethynyl- lH-imidazole, 

1 -methyl-2-(4-methoxy-phenylethynyl)- 1 H-imidazole, 

1 -methyl-5-phenylethynyl-lH-imidazole, and 

l-methyl-4-phenylethynyl-lH-imidazole. 



Claim 14: (cancelled). 
Claim 15: (cancelled). 
Claim 16: (cancelled). 
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Claim 17: (cancelled). 
Claim 18: (cancelled). 



Claim 19: (original) A compound selected from the group consisting of 
3.phenylethynyl-4H-5-thia-2,6,9b-triaza-cyclopenta[a]naphthaleneand 
3-phenylethynyl-4H-5-oxa-2,9b-diaza-cyclopenta[a]naphthalene. 



Claim 20: (cancelled). 
Claim 21: (cancelled). 
Claim 22: (cancelled). 
Claim 23: (cancelled). 
Claim 24: (cancelled). 
Claim 25: (cancelled). 
Claim 26: (cancelled). 
Claim 27: (cancelled). 
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Claim 28: (cancelled). 
Claim 29: (cancelled). 
Claim 30: (cancelled). 
Claim 31: (cancelled). 

Claim 32: (new) A process for the preparation of a compound of formula 



wherein R 1 , R 2 , R 3 , R 4 and R 5 are independently selected from the group consisting of hydrogen, 
lower alkyl, -(CH 2 ) n -halogen, lower alkoxy, -(CH 2 ) n -NRR', -(CH 2 ) n -N(R)-C(0)-lower alkyl, and 
aryl; 

R and R' are independently selected from hydrogen or lower alkyl; 
and B is 




I-A 
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wherein 

R 18 , R 19 and R 20 are independently selected from the group consisting of hydrogen, lower alkyl, 

(CH2) n -halogen and lower alkoxy; 
n is 0, 1, 2, 3, 4, 5 or 6; 

X selected from the group consisting of-Ct^-, -O- and -S-; and 
Y is selected from the group consisting of -CH= and -N= 
which process comprises reacting a compound of the formula 




with a compound of formula 



B— X 



III 



wherein X signifies halogen or trifluoromethanesulfonyl. 
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